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The publication, Approved Drug Products with Therapeutic Equivalence
Evaluations (the List), identifies drug products approved on the basis of safety
and effectiveness by the Food and Drug Administration (FDA) under the Federal Food,
Drug, and Cosmetic Act (the Act). Drugs on the market approved only on the basis of
safety (covered by the ongoing Drug Efficacy Study Implementation [DESI] review
[e.g., Donnatal® Tablets and Librax® Capsules] or pre-1938 drugs [e.g.,
Phenobarbital Tablets]) are not included in this publication. The main criterion
for the inclusion of any product is that the product is the subject of an
application with an effective approval that has not been withdrawn for safety or
efficacy reasons. Inclusion of products on the List is independent of any current
regulatory action through administrative or judicial means against a drug product.
In addition, the List contains therapeutic equivalence evaluations for approved
multisource prescription drug products. These evaluations have been prepared to
serve as public information and advice to state health agencies, prescribers, and
pharmacists to promote public education in the area of drug product selection and
to foster containment of health care costs. Therapeutic equivalence evaluations in
this publication are not official FDA actions affecting the legal status of
products under the Act.

Background of the Publication. To contain drug costs, virtually every state has
adopted laws and/or regulations that encourage the substitution of drug products.
These state laws generally require either that substitution be limited to drugs on
a specific list (the positive formulary approach) or that it be permitted for all
drugs except those prohibited by a particular 1list (the negative formulary
approach) . Because of the number of requests in the late 1970s for FDA assistance
in preparing both positive and negative formularies, it became apparent that FDA
could not serve the needs of each state on an individual basis. The Agency also
recognized that providing a single 1list based on common criteria would be
preferable to evaluating drug products on the basis of differing definitions and
criteria in various state laws. As a result, on May 31, 1978, the Commissioner of
the Food and Drug Administration sent a letter to officials of each state stating
FDA's intent to provide a list of all prescription drug products that are approved
by FDA for safety and effectiveness, along with therapeutic equivalence
determinations for multisource prescription products.

The List was distributed as a proposal in January 1979. It included only
currently marketed prescription drug products approved by FDA through new drug
applications (NDAs) and abbreviated new drug applications (ANDAs) under the
provisions of Section 505 of the Act.

The therapeutic equivalence evaluations in the List reflect FDA's application
of specific criteria to the approved multisource prescription drug products on the
List. These evaluations are presented in the form of code letters that indicate the
basis for the evaluation made. BAn explanation of the code appears in the
Introduction.



A  complete discussion of the background and basis of FDA's therapeutic
equivalence evaluation policy was pPublished in the Federal Register on January 12,
1979 (44 FR 2932) . The final rule, which includes FDA's responses to the public
comments on the Proposal, was published ip the Federal Register on
October 31, 1980 (45 FR 72582). The first publication, October 1980, of the final
version of the List incorporated appropriate Corrections and additions. Each
subsequent edition has included the New approvals and made appropriate changes in

On September 24, 1984, the President signeq into law the Drug Price Competition
and Patent Term Restoration Act (1984 Amendments) . The 1984 Amendments require that
FDA, among other things, make publicly available a list of approved drug pProducts
with monthly supplements. The Approved Drug Products with Therapeutic Equivalence
Evaluations publication ang its monthly Cumulative Supplements satisfy thig
requirement. The Addendum to thisg publication identifies drugs that qualify under

described in Section 505(b) (2) of the Act for those drugs may not be submitted for
@ specified period of time and, if allowed to be submitted, would be tentatively
approved) and provides patent information concerning the listed drugs which
also may delay the approval of ANDAs or Section 505 (b) (2) applications. The
Addendum also provides additional information that may bpe helpful to those
submitting a npew drug application to the Agency.

The Agency intends to use this publication to further itg objective of
obtaining input and comment on the publication itself
Procedures, Therefore, if You have comments on how the publication ¢
please send them to the Director, Division of Data Management and Se
of Information Technology, center for Drug and Evaluation and Re
5600 Fishers Lane, Rockville, ™D 20857. Comments received are pub
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1. INTRODUCTION

1.1 Content and Exclusion

The List is composed of four parts: (1) approved prescription drug products
with therapeutic equivalence evaluations; (2) approved over-the-counter (OTC) drug
products for those drugs that may not be marketed without NDAs or ANDAs because
they are not covered under existing OTC monographs; (3) drug products with approval
under Section 505 of the Act administered by the Center for Biologics Evaluation
and Research; and (4) a cumulative list of approved products that have never been
marketed, have been discontinued from marketing, or have had their approvals
withdrawn for other than safety or efficacy reasons subsequent to being
discontinued from marketing. This publication also includes indices of prescription
and OTC drug products by trade or established name (if no trade name exists) and by
applicant name (holder of the approved application). All established names for
active ingredients generally conform to official compendial names or United
States Adopted Names (USAN) as prescribed in (21 CFR 299.4(e)). The latter list
includes applicants’ names as abbreviated in this publication; in addition, a 1list
of uniform terms is provided. An Addendum contains drug patent and exclusivity
information for the Prescription and OTC Drug Product Lists, and for the Drug
Products with Approval under Section 505 of the Act Administered by the Center for
Biologics Evaluation and Research.

This publication also includes additional information, such as Orphan Drug
Product Designations and other data that the Agency deems appropriate to
disseminate.

Prior to the 6th Edition, the publication had excluded OTC drug products and
drug products with approval under Section 505 of the Act Administered by the Center
for Biologics Evaluation and Research because the main purpose of the publication
was to provide information to states regarding FDA's recommendation as to which
generic prescription drug products were acceptable candidates for drug product
selection. The 1984 Amendments required the Agency to begin publishing an
up-to-date list of all marketed drug products, OTC as well as prescription, that
have been approved for safety and efficacy and for which new drug applications are
required.

Under the 1984 Amendments, some drug products were given tentative approvals.
Prior to the effective date, the Agency will not include drug products with
tentative approval in the List; however, they are available in the FrDA Drug
Product Approvals List on the Internet World Wide Web. When the tentative approval
becomes a full approval through a subsequent action letter to the application
holder, the Agency will list the drug product and the final, effective approval
date in the appropriate approved drug product list.

Distributors or repackagers of products on the List are not identified. Because
distributors or repackagers are not required to notify FDA when they shift their
sources of supply from one approved manufacturer to another, it is not possible to
maintain complete information linking product approval with the distributor or
repackager handling the products.

1.2 Therapeutic Equivalence-Related Terms

Pharmaceutical Equivalents. Drug products are considered pharmaceutical
equivalents if they contain the same active ingredient (s), are of the same dosage
form, route of administration and are identical in strength or concentration (e.g.,
chlordiazepoxide hydrochloride, 5mg capsules). Pharmaceutically equivalent drug
products are formulated to contain the same amount of active ingredient in the same
dosage form and to meet the same or compendial or other applicable standards (i.e.,
strength, quality, purity, and identity), but they may differ in characteristics
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such as shape, scoring configuration, release mechanisms, packaging, eXcipients
(including colors, flavors, bPreservatives), expiration time, and, within certain
limits, labeling.

Pharmaceutical Alternatives. Drug products are considered pharmaceutical
alternatives if they contain the same therapeutic moiety, but are different salts,
esters, or complexes of that moiety, or are different dosage forms or strengths
(e.g., tetracycline hydrochloride, 250mg capsules vs. tetracycline phosphate
complex, 250mg capsules; quinidine sulfate, 200mg tablets vs. quinidine sulfate,
200mg capsules). Data are generally not available for FDA to make the determination
of tablet to capsule biocequivalence. Different dosage forms and strengths within
& product line by a single manufacturer are thus pharmaceutical alternatives, as
are extended-release products when compared with immediate- or standard-release
formulations of the same active ingredient.

Therapeutic Equivalents. Drug products are considered to be therapeutic
equivalentsg only if they are pharmaceutical equivalents and if they can be expected
to have the same clinical effect and safety profile when administered to patients
under the conditions specified in the labeling.

FDA classifies asg therapeutically equivalent those products that meet the
following general Criteria: (1) they are approved as safe and effective; (2) they
are pharmaceutical equivalents in that they (a) contain identical amounts of the
Same active drug ingredient in the same dosage form and route of administration,
and (b) meet compendial or other applicable standards of strength, quality, purity,
and identity; (3) they are bioequivalent in that (a) they do not Present a known or
potential biocequivalence problem, and they meet an acceptable in vitro standard, or
(b) if they do present such a known or potential problem, they are shown to meet an
appropriate biocequivalence standard; (4) they are adequately labeled; and (5) they
are manufactured in compliance with Current Good Manufacturing Practice
regulations. The concept of therapeutic equivalence, as used to develop the List,

(e.qg., bropoxyphene hydrochloride Vs. pentazocine hydrochloride foy the treatment
of pain). Any drug product in the List repackaged and/or distributed by other than
the application holder is considered to be. therapeutically equivalent to the
application holder's drug product even if the application holder's drug product isg
single source or coded as non-equivalent (e.g., BN). Also, distributors or
repackagers of an application holder's drug product are considered to have the same
code as the application holder. Therapeutic equivalence determinations are not made
for unapproved, off-label indications.

FDA considers drug products to be therapeutically equivalent if they meet the

Criteria outlined above, even though they may differ in certain other
characteristics such as shape, scoring configuration, release mechanisms,
packaging, excipients (including colors, flavors, pPreservatives), expiration
date/time ang minor aspects of labeling (e.g., the bPresence of specific

pharmacokinetic information) and storage conditions. When such differences are
important in the care of a particular patient, it may be appropriate for the
Prescribing physician to require that a particular brand be dispensed as g medical
necessity. With this limitation, however, FDa believes that Products classified as
therapeutically equivalent can be substituted with the full expectation that the
substituted product will produce the same clinical effect and safety profile asg the
prescribed product. ;

Bioavailability. This term means the rate and extent to which the active
ingredient or active moiety is abscrbed from a drug product and becomes available
at the site of action. For drug products that are not intended to be absorbed into
the bloodstream, bioavailability may be assessed by measurementg intended to
reflect the rate and extent to which the active ingredient or active moiety becomes
available at the site of action.
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